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4 days result^ in suppression of testosterone to castrate/^leve^^, 

accompaniedXby an inpfease in the oral bioavailability o/ AG-045572 to 

27%. In i^Tie same e/periment, the male-sperfcif ic pulsatile pattern of ^ 
growth / / / 

hormop^ remaine^ unchanged, with sligh^^ly elevated ba^al levels. The 
potest GnRH receptor antagonist AG-0^572 is metabolized by 
hm?fiione-depe;^ent CYP3A, As a resu/t, suppression/of testosterone by 
pfetreatmeiye with AG-045572 "femydzed" its own pharmacokinetics. 
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IT 263850-"02-8P 263850-03-9P 

RL: BAG (Biological activity or effector, except . adverse) ; BSU 
(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(comparison compound; preparation of non-peptide GnRH aigents for 
regulating 

gonadotropin secretion) 

RN 263850-02-8 CAPLUS 
CN 2-Furancarboxamide, 

5- [hydroxy (5, 6, 7 , 8-tetrahydro-3, 5, 5, 8 , 8-pentamethyl-2- 

naphthalenyDmethyl] -N- (2, 4, 6-trimethoxyphenyiy- (9CI) (CA INDEX NAME) 



MeO. 



OMe 




RN 263850-03-9 CAPLUS 

CN 2-Furancarboxamide> 5- [ (5, 6,7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2- 
naphthalenyl ) methyl ] - (9CI) (CA INDEX NAME) 
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Me Me p 




Me Me 



IT 263878-35-9P 

RL: BAG (Biological activity or effector, except adverse); BSU 

(Biological 

study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic 

use) ; 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of non-peptide GnRH agents for regulating gonadotropin 
secretion) 

RN 263878-35-9 CAPLUS ^ * 
CN 2-Furancarboxamide, 

5- [ (5, 6, 7, 8-tetrahydro-3~methoxy-5, 5, 8, 8~tetramethyl-2- 

• naphthalenyl) me thy l]-N'-( 2,4,6- trimethoxyphenyl)- (9CI) (CA INDEX NAME) 




Me Me 



IT 263848-89-lP 

RL: BAG (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); RGT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RAGT 
(Reactant or reagent); USES (Uses) 

(target compound; preparation of non-peptide GnRH agents for 
regulating 

gonadotropin secretion) 
RN 263848-89-1 GAPLUS 

GN 2-Furancarboxamide, N- [ [3- (aminomethyl) phenyl] methyl] -5- [(5,6,7,8- 
tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9GI) (GA 

INDEX 

NAME) 
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Me Me 



RN 263847-61-6 CAPLUS 
CN 2-Furancarboxamide, 

N- [ [4- [ [ (aminoiminomethyl) amino]methyl] cyclohexyl]meth 

yl]-5- [ (5, 6,7,.8-tetrahyclro-3,5,5,8,8-pentamethyl-2-naphthalenyl)methyl]- 
(9CI) (CA INDEX NAME) 




Me Me 



RN 263847-62-7 CAPLUS 
CN 2-Furancarboxamide, 

N- [ [trans-4- [ [ (aminoiminomethyl) amino] methyl] cyclohexy 

l]methyl] -5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8 , 8-pentamethyl-2- 
naphthalenyl ) methyl ] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Me Me 




RN 263847"-63«-8 CAPLUS 

CN • 2-Furancarboxamide, N- [ [3- [ [ [4- [ [ (tetrahydro-2-furanyl) methyl] amino] 
pyrimidinyl] amino]methyl] cyclohexyl]methyl] -5- [ (5, 6,7, 8-tetrahydro- 
3,5,.5,8,8-pentamethyl-2-naphthalenyl)methyl]- (9CI) (CA INDEX NAME) 
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Me Me 



RN 263847-64-9 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ [ [5- [ (5, 6, 7, 8-tetrahyclro-3, 5, 5, 8, 8- 
pentamethyl-2-naphthalenyl) methyl] -2-furanyl] carbonyl] amino]methyl] 
trans- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Me Me 




Me ' Me 



RN 263847-65-0 CAPLUS 
CN 2-Furancarboxamide, 

N-[ {5-methylpyra2inyl)methyl] -5-[ (5, 6, 7, 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263847-66-1 CAPLUS 
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CN 2-Furancarboxamide, N- [ (4-methylphenyl) methyl] -5- [ (5, 6, 7, 8-tetrahydro- 
3^ 5, 5, 8, 8-pentamethyl-2-naphthalenyl)"inethyl] " (CA INDEX NAME) 




Me Me 



RN 263847-67-2 CAPLUS 
CN 2-Furancarboxamicle, 

N- [ (2, 3-climethoxyphenyl)methyl] -5- [(5,6,7, 8-tetrahydro- 

3, 5, 5, 8, 8^pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263847-68-3 CAPLUS 
CN 2-Furancarboxamicie, 

N- [ ( 4-cyanocyclohexyl ) methyl ] -5- [(5,6,7, 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA .INDEX NAME) 




Me Me 



RN 263847-69-4 CAPLUS 
CN 2 - Fur anca rboxamide , 

N- [ (2, 3-dimethylphenyl)methyl] -5- [ (5, 6, 7 , 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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RN 263847-70-7 CAPLUS 
CN 2-Furancarboxamicle, 

N- [ (3, 4-dimethylphenyl) methyl] -5- [(5,6,7, S-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - {9CI) (CA INDEX NAME) 




/\ Me 
Me Me 

RN 263847-71-8 CAPLUS 
CN 2-Furancarboxamide, 

N- (3-acetylphenyl) -5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5,8,8- 

pentamethyl-2-naphthalenyl)methyl]- OCI) (CA INDEX NAME) 




Me Me 



RN 263847-72-9 CAPLUS 

CN 2-Furancarboxamide, N- (2, 6-dimethoxyphenyl) -5- [ (5, 6, 7 , 8-tetrahydro- 
3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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RN 263847-73-0 CAPLUS 

CN 2-Furancarboxamide, N-[4-[ (aminoiminomethyl) amino ] butyl] -5- [ (5, 6,7,8- 
tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)inethyl] - (9CI) (CA 

INDEX 

NAME) 




Me Me 



RN 263847-74-1 CAPLUS 
CN 2-Furancarboxamide, 

N- [ [ 3- [ [ ( aminoiminomethyl ) amino ] methyl ] cyclohexy 1 ] meth 

yl] -5- [{5,6,7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl) methyl] - 
(9CI) (CA INDEX NAME) 




Me Me 



RN 263847-75-2 CAPLUS 
CN 2-Furancarboxamide, 

N- [ [cis-4- [ [ (aminoiminomethyl) amino] methyl] cyclohexyl] 

methyl] -5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8 , 8-pentamethyl-2- 
naphthalenyl ) methyl ] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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Me Me 

NH 



RN 263847-76-3 CAPLUS 
CN 2- Furancarboxamide , 

N-[ [3-[ [ (aminoiminomethyl) amino] methyl] phenyl] methyl ] - 

5- [ (5, 6, 7, 8-tetrahyciro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl) methyl] - 

(9CI) 

(CA INDEX NAME) 




• Me Me 



RN 263847-77-4 CAPLUS . . 

CN 2-Furancarboxamide, 

N-[ [4-.[ [ (aminoiminomethyl) amino] methyl] phenyl] methyl ] - 

5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - 

(9CI) 

(CA INDEX NAME) y 



NH 
II 




Me Me 



RN 263847-78-5 CAPLUS 

. CN 2-Furancarboxamide/ N- [5- [ (diethylamino) sulfonyl] -2-methoxyphenyl] -5- 
[ (5,6,7, 8-tetrahydro-3, 5,5,8, 8-pentamethyl-2-naphthalenyl) methyl] - 

(9CI) 
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(CA INDEX NAME) 




Me Me 



RN 263847-79-6 CAPLUS 

CN 2-Furancarboxamide, N,N.' -1, 3-propanediylbis [5- [ (5, 6, 7, 8-tetrahydro- 
3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 



PAGE 1-A 



Me Me 




Me Me 



PAGE 1-B 



Me Me 




Me Me 



RN 263847-80-9 CAPLUS 

CN 2-Furancarboxamide, N,N' -1, 6-hexanediylbis [5~ [(5,6,7, 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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PAGE 1-A 



Me Me 




Me Me 



PAGE 1-B 



Me Me 




Me Me 



RN 263847-81-0 CAPLUS * 

CN 2-Furancarboxamicle, 5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-'2- 
naphthalenyl)methyl]-N-[4-[ (2-thiazolylamino) sul fonyl] phenyl ] - (9CI) 

(CA 

INDEX NAME) 




RN 263847-82-1 CAPLUS 

CN 2-Furancarboxamide, N- [4- (4-morpholinyl)phenyl] -5- [ (5, 6, 7 , 8-tetrahydro 
3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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RN 263847-83-2 CAPLUS 

CN Cyclohexanecarboxyiic acid, 4- [ [ [ [5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8- 
pentamethyl-2-naphthalenyl) methyl] -2-furanyl] carbonyl] amino] methyl ] 
ethyl ester, trans- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Me Me 




Me Me 

O 



RN 263847-84-3 CAPLUS 
CN Benzeneacetic acid, 

4-[ [ [5-[ (5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2- 

naphthalenyDmethyl] -2-furanyl] carbonyl] amino] -, ethyl ester (9CI) (CA 
INDEX NAME) 




; Me Me 



RN 263847-85-4 CAPLUS 
CN Benzeneacetic acid, 

4-[ [ [5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5,8, 8-pentamethyl-2- 

na'phthalenyl) methyl] -2-furanyl] carbonyl] amino]- (9CI) (CA INDEX NAME) 
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RN 263847-87-6 CAPLUS 

CN 2-Furancarboxamicie, N- [ [1- (aminoiminomethyl) -4-piperidinyl] methyl] -5- 
(9CI) ^ 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)inethyl] - 

(CA INDEX NAME) 




RN 263847-88-7 CAPLUS 
CN 2-Furancarboxamide, 

N- (cyclohexylmethyl) -5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5,8,8- 

pentamethyl-2-naphthalenyl ) methyl ] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263847-89-8 CAPLUS 
CN 2-Furancarboxamide, 

N-methyl-5- [ (5, 6, 7 , 8-tetrahydro-3, 5, 5, 8 , 8-pentamethyl- 
2-naphthalenyl ) methyl] - (9CI) (CA INDEX NAME) 




RN 263847-90-1 CAPLUS 

CN Hexanoic acid, 6- [ [ [5-[ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2- 
naphthalenyl)methyl] -2-furanyl] carbonyl] amino] methyl ester (9CI) 

(CA 
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Me Me 



RN 263858-07-7 CAPLUS 

CN 2-Furancarboxamide, N- (2, 6-ciichlorophenyl) -5- [ (5, 6, 7 , 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263858-08-8 CAPLUS 
CN 2-Furancarboxamide, 

N- (4-bromo-2, 6-dimethylphenyl) -5- [ (5, 6, 7 , 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263858-09-9 CAPLUS 
CN 2-Furancarboxamide, 

N- (2-chloro-4, 6-dimethylphenyl) -5- [ (5, 6, 7 , 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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RN 263858-10-2 CAPLUS 

CN 2-Furancarboxamide, 

N- (3-chloro-2, e-diethylphenyl) -5- [ (5, 6, 7, 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




Me Me 



RN 263858-11-3 CAPLUS 

CN 2-Furancarboxamide, N- [2, 6-dichloro-4- (trif luoromethoxy ) phenyl] -5- 
[ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - 

(9CI) 



(CA INDEX NAME) 




Me Me 



RN 263858-12-4 CAPLUS 

CN 2-Furancarboxamide, N- (2-chloro-6-f luorophenyl) -5- [(5,6,7, 8-tetrahyd 
3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 
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RN 263858-13-5 CAPLUS 
CN 2-Furancarboxamide, 

N- (2, 4-dichloro-6-methylphenyl) -5- [ (5, 6, 7 , 8-tetrahydro- 

3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME) 




RN 263858-14-6 CAPLUS 

CN Benzoic acid, 2- [ [ [5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2- 

naphthalenyl ) methyl ] -2-furanyl] carbonyl] amino] 3-phenylpropyl ester 
(9CI) {CA INDEX NAME) 




RN 263858-15-7 CAPLUS 
. CN Benzoic acid, 2- [ [ [5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2- 

naphthalenyl) methyl ]-2-furanyl]carbonyl] amino]-, hexyl ester (9CI) (CA 
INDEX NAME) 
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0 




Me Me 



RN 263858-16-8 CAPLUS " 
CN 2-Furancarboxamide, 

N-[2-[ [ [ (2-chlorophenyl)methyl] amino] carbonyl] phenyl]- 

5- [ (5, 6, 7, 8-tetrahyciro-3, 5, 5, 8, 8-pentainethyl-2-naphthalenyl)methyl] 

OCX) . ^' Jr jr J 

(CA INDEX NAME) 




Me Me 



RN 263858-17-9 CAPLUS 
CN 2-Furancarboxamide, 

N- [2- [ [ [ (2-fluorophenyl) methyl] amino] carbonyl ] phenyl ] - 

5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] 

(9CI) 

(CA INDEX NAME) 
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Me Me 



RN 263858-18-0 CAPLUS 
CN 2-Furancarboxamide, 

N- [2- [ [ (1-naphthalenylmethyl) amino] carbonyl] phenyl] -5- 

[ (5, 6, 7, 8-tetrahyclro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] 

(9CI) 

(CA INDEX NAME) 




Me Me 



RN 263858-19-1 CAPLUS 
CN - 2-Furancarboxamide, 

N- [2- [ [ [ [4- ( 1-methylethyl) phenyl]methyl] amino] carbonyl 

]phenyl] -5- [ (5, 6, 7 , 8-tetrahyclro-3, 5, 5, 8 , 8-pentamethyl-2- 
naphthalenyl) methyl]- (9CI) (CA INDEX NAME) 
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Me Me 



RN 263858-20-4 CAPLUS 
CN 2-Furancarboxamicle, 

N-[2-[ [ [ (3,4-dichlorophenyl)methyl]amino]carbonyl]phen 

yl] -5- [ (5, 6, 7, 8-tetrahyclro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] 
(9CI) (CA INDEX NAME) 



CI 




Me Me 



RN 263858-21-5 CAPLUS 
CN 2-Furancarboxamide, 

N- [2- [ [ [ (3, 5-dichlorophenyl) methyl] amino] carbonyl] plien 

yl] -5- [ (5, 6, 7, 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naplithalenyl) metliyl] 
(9CI) (CA INDEX NAME) 
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RN 263858-22-6 CAPLUS 
CN 2-Furancarboxamide, 

N-[2-[ [ [ (2,5-dichlorophenyl)methyl]amino]carbonyl]phen 

yl] -5- [(5,6,7, 8-tetrahydro-3, 5, 5,8, 8-pentamethyl-2-naphthalenyl) methyl] - 
(9CI) (CA INDEX NAME) 



CI 




Me Me 



RN 263858-23-7 CAPLUS • 

CN 2-Furancarboxamide, 

N- [2- [ [ [ (3, 5-diniethoxyphenyl)methyl] amino] carbonyl]phe 

nyl] -5- [ (5, 6, 7 , 8-tetrahydro-3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] 
(9CI) (CA INDEX NAME) 
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OMe 




Me Me 

RN 263858-24-8 CAPLUS 

CN 2-Furancarboxamide, N- ( 4-cyano-l-naphthalenyl) -5- [ (5, 6,7 , 8-tetrahydro- 
3, 5, 5, 8, 8-pentamethyl-2-naphthalenyl)methyl] - (9CI) (CA INDEX NAME). 



CN 




Me Me 



GI 
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AB Non-peptide GnRH agents capable of inhibiting the effect of 

gonadotropin-releasing hormone are described. The compds . and their 
pharmaceutically acceptable salts, multimers, prodrugs, and active 
metabolites are suitable for treating mammalian reproductive disorders 

and 

steroid hormone-dependent tumors as well as for regulating fertility, 
where suppression of gonadotropin release is indicated. The compds. 
include those of formula I [X = C:0, C:S, S:0, or S02; Het = 5-membered 
NOS-heterocycle; Rl, R2 = H, alkyl; R3-R7 - H, halo, (un) substituted 
alkyl, aryl, heteroaryl, CH20R, OR, C02R; R = alkyl, aryl, etc.; 
adjacent 

rings positions such as R6R7 may form (un) substituted 5- or 6-membered 
ring with up to 4 heteroatoms; R8 = lipophilic moiety such as alkyl, 

aryl, 

CH20R, OR, etc.; R9 = H, (un) substituted alkyl]." Methods and 
intermediates for synthesizing the compds. are also described. For 
instance, 4 , 4, 7-trimethylchroman (preparation given) was alkylated in 

the 6- 

and 8-positions using Et 5- (chloromethyl) -2-f uroate (46% total yield), 

and 

the resulting esters were hydrolyzed to a mixture of acids. This 
unsepd. 

mixture was treated with S0C12 and amidated with 
2,4, 6-trimethoxyphenylamine- 

HCl to give the invention compound II and its chroman-6-position 
isomer, 

which were separated by HPLC. Several compds. exhibited high affinity 
(<100 ' 

nM) at human GnRH receptors. The compds. antagonized GnRH-stimulated 
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inositol phosphate accumulation in cells with recombinant human GnRH 
receptors, and an example compound reduced plasma LH levels in 
castrated 

male rats. Various biol. data for several hundred compds. are given. 
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